Attorney Docket No.: 2001_0019A 

m m m 

g p i 2 o \zmM^^^>^y'^ h 

t bi&l&TFikO't (human immnodef ic iency virus: H I V) (DM 

H I ViMCMSMSibTfi, i/j-zsF mm fo-V$>Z> 3'-azido- 
2' ,3' -dideoxy thymidine (AZT) Kf^2*l£#n < , ±\zjt^WM^m ^Ztl 
X V i 5 . ±12 A Z T sfc WS-e © 38 $ n^c 7° □ <r T —if IS WJ fc J; 5 (3 

&u#> ^{c^m^»^^^^^-r^^<h^e>tiT*3 0, y^Hiv 
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mix. Hiwz^xDmmzmr^Ttt, ^-fHiM<D-a^ioT 

^CDXtf h-y^^ff r3t*0, ±13 g P 1 2 O^fOXlfl ZfhLX V3 

tig& (3rd hypervariable region) Cftg Ufc**, d <D^*M#3£l;i^^<D$c L- 
[Palker T. J., et al., Proc. Natl. Acad. Sci. USA 85: 
2709-2713,1988; Rusche J.R. , et al., ibid 85:3198-3202,1988; Gouddsmit 
J., et al., ibid 85:4478-4482.1988; Matsushita S. , et al., J Virol. 
62:2107-2114, 1988] „ ^(DWi, d (Dm^O)— 1>X^^ KtfCM^f^Sg U 
m&m^tcH I Vg^lSitH^ [Emini E. A. , et al., Nature 355: 728-730, 
1992] ritfrton*:**, W^?5:tt;*«S^tt*^^$nT^ja:^. 

±IE^y^ Kta^^aStt^iSifeSI^fe^nTVvS (Tain et al., 
3-503539 -if) ^\ V3fg«^©Xtfl — y°t LT$f jgft VfiTO©;*:«B# 

V3I^0- gP&trCMtdf^igbfe^^oT^ HIV©'J>A°« 
ffl^^iaofemSH^jftl^WlB^feff t>nt^5. fllAfctfRNSHS 63- l 71385 -*§■ 
±mmm.(DWA^y°^ HSMtLTfflirJ. ^xttyi'o-t^ 

fevfcKlLTfe. H I V CO U >/^t^O)mmR±M^tm^^\y^)l(Dh(Dizm^-f. 
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< ITIH I V^^t§W^Af.tl?.^ H I VttSKj 70nm <hJ&>£; 9 /h$ 

±|HCD4tCf^t>0, H I V \zmM&<D 

;me>«7G** h i vizMTz><&mvk&fe^%,. h i vaimm-rzm 

HIVMiOM5gSBWi:l/T, 7 ^>^ft#t#:2:fMT£ 

Kicmss^s-a-TVis mm^ 8-351474 8-351475) . z.<o^rf 
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Fig. lfi, ^J6^8©*g*Sr^-r^7 7T*S. 

Fig. 2 §H«iJ 1 5 ©^^^TffgM?It^§. 

5£ (1) : H-A1-A2-A3-A4-A5-R 

Aid 7XA°7^>i, U>?>, AU>, !f)V$^>m, #Vzs>. 

-f y p<^>, £fcte^Di/>C7)$IX, 

A3H AU>, TXA°^>^ 7;M=~>, T^n>, 3: fete 

A4(l 7^~>, h'J7°h77X ^U">>OJSS, 

A5H ^U~>>> 77-X AU>, D-fv>, i'VD^yX iz U 

u> ? >, y;i/^->, 7i-^77->, b'J7°h77>, y°ou>> 

IP^> ^©^lO^T'fFft ±ISA1. A2, A3, A4*3cfctfA5 3&> 
^(2) :A1' - A 2 - A 3 - A4 - A 5 -R 
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^tit, t©N -timm \z&m<dt^; m^un b £ # u ^ ^ 

A 2, A3, A 4, A5*5cfct^R»Mi:l^b3a5|c) 

g p 1 2 0 KMbTH?nt££WT£^:/^ F^, sfc^te, 

(3) : H-A 1 -A 2 -A 3 - A4 - A 5 ' -R' 

A5' te, 77^X AU>, D-C:>>, ^VD'fyX -fe U >, 

Xl/t-X /ft^X 7XA°7^X #>*^>, kXfyX 

IT, ^©C^fflOtcffiitOT^ /K^iB^Jbfc^'J^^KJSS, 
H, Al, A 2, KZ^^XSKA\W\t.n^Mm 
T^SnSgp 1 2 Of^bTSfP^SWrs^^Ffe, ^rT^HJ©-^ 

(4) : H- a 1 - a 2 - a 3 - a 4 - a 5 -R 

aid ^o~>>, 7)V^~>. 7i^77^X^U'», h U 7° F 

7 7.X tX^yX £fc«7XA°^>^<£>$IS, 
a2H T;W^=— >, ^D->>, MJ7°h77>, 7"7~>, AD>, £01/ 

a3lt U^>, ^D^>>, T;i/^->, tf)V9^>&. *J-*ZLy, 

'a4H ^U~>>, 7^~>, A'J>, D-f>->, ^VD<yX -feU>> 
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# 



7l/t-X ^^^-->, TX/N°^^>> ^;i/^5>, t7>^>, 

a5d ^u->>, T^—y. au>, □-r->>. -rvp-rs/>, -feu>, 

7.i/^-n>, ^.^^-->, yx/\°^^>, ^;i/^>, kXfy>, 

ti$n5g p 1 2 O^^fUTTOtt^Wr^^^HT^^id^^gg^fl- 

Wt>. *5£W<Dm 2 C7)^y^ Ktt, ±fHal, a 2, a 3, a443ctlXa5^ 
e»^§5fi©75/tE^J^I*M<!:t§^7°5 1 KT&U> ^<Dmt£7 ^ SB. 

& (5) : a 1 * -a2-a3-a4-a5-R 

al' «> ^Di/>> T;i/^->, ^x-;i/T^^i>, ^u->>, huy°h 

a 2, a 3, a 4, a 5 &£ZfR tern tm DMUfc) 
Tg^nS g p 1 2 O f^*f LTH?0'l4^Wr^)^-7°^ F4=, ^cVi«, 
(6) : H- a 1 - a 2 - a 3 - a 4 - a 5 ' 

a5' (1 ^'J->>, 7^>. A*'J>. -fVa-fyX -feU>, 

7;i/^-n>, ^^-^-->, TX/\°^>, ^;i/^S>, kXfy>. 
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H, al, a 2, a 3 &£Z$ a 4t$m tmCMtit) 

b \zmm is ft o s hi v©*p^^j(c^ijffl Lfc o , «3^^fet'fijffl bfc o -r 

/MS^fe^^n^o ^©M75;^»tlT, ^y^K CD 

ii^<hLT> # cui/X^'JStKH^O 2, 6-dichloro-L-tyrosine, :7:n-;UT^ 
— >C0fiiJ^C0 7 x— ;USC0 p(&COtK®?S*— h □XtCfii&L/i p-Nitro-L- 
phenylalanine, !£7Kllc3l £ DJUifcldgj^ Lfc 4-chloro-L-phenylalanine 
^tfbtU AU XDWiMWt: LTtt, Norval ine:N-a-L-norval ine, 
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• # 

\t MeVal :N-a-methyl-L-valine <s>tT.£ 0 

UTf£l$T^<5H I V<DMi&t)^ *r<DMt9V1&&mi£'r2> g P 1 2 0 (D^gomis 

ttKttfr^T* gp 1 2 OtC3S3ftHt&Wrs^^KSf#SJltC«BL, S£lc 
MWL/T#fe.--€-©«gm, trt^iRl^, ^cVitt^-nJU±»Cgp 1 2 0 

■a-TV^S ($#1B¥ 8-351474 &£&&mW- 8-351475) „ 
i^^^WtO^t^O, ±IB^y^K<Dg p 1 2 o KfcrrsSSfDtefcJu 

-en <E>y s / toii^tt: i o fgr-r s <t ^ ^ *am^t# <=> n^o £ t\ 

^ -*^fC^ttS rn^n#j <hte, Hfrmi)^. 7km%£&. Van der Waals 
"To 

(DiC (1) :H-A1-A2-A3-A4-A5-R 

Al, A2, A3, A4, A 5 :fc<fctf Rtelffitl^ VMQfc) 

©it (4) :H-al-a2-a3-a4-a5-R 

al, a 2, a 3, a 4, a 5 *3 J: R tejtfj <h 1*1 l^lc*) 

±IH<t> © ^ y ^ H £ 43 1 s T teu 

i£ (2) : A 1. ' -A2-A3-A4-A5 ;^L<« 
iC (3) : A 1 - A 2 -A 3 -A4 - A 5 ' ; 
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a£ (5) : al' - a 2 - a 3 - a 4 - a 5 ; it 
(6) : a 1 - a 2 - a 3 - a 4 - a 5 ' 
(^4", Al' , A2, A3, A4, A5' , a 1' , a2, a3, a4, 
a 5" fci^lrt^DjgiJfe) 

^m. ^(DfcfrlZit, Al' -A 2' -A3' -A4' -A 5' ^al' - 
a 2' -a 3' -a 4' -a 5' ^dcojlg^Tf^OjgbgHbT^^^^ H 

0S*.fcT, Al - A2-A3-A4-A5^e>^§^HJ^KD^7°^H^^^-r 
^-&$i±fe^, A 2 frS A 5 ^T©MI75 /&£@ffl^l£&fc«fc 9 
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# # 



# d d y ^)imm (^od^ J-MkT. =f- V>-*J— hf-;i/^ >if >^a-&#:^) 

y^H*y^>XtH'J^75> (DMBHA) *3«fctf 
U^ri/VfrT^ymm. 7$;^^7iy + y/fJWl, *«fcCJtDMBHA 

s » # ->;i/» £ l «fc ->;i/S £#-r s x 

^&75 a -75V <hL-Tfct, Boc ( t -^JM**^ 

>0^-7$/S©§iS^btfl z (^>^;i^^>#;i^~;p) , ci • 

Z (2 -^DD^>>^pf^>#;U^— ;U) , Boc, N-pys (3-— hn- 
2 - fcf U y>7>^7x"jW ; ^D^><£>zKK?£©ifc®g£LT«, Bzl 
>^;U) , C 1 2 • B z 1 (2, 6 -yi7DD^>yJW <£^te t-Bu ( t - 

Tt)^^ ; 7^>©^7-y/l0rilibm Tos ( h i/)V) , N 
0 2 ('hD) , Mt r (4-/h + y-2, 3, 6 - h U ;* ^;l^>-fe? >7.)V 
Sfcttpmc (2, 2, 5, 7, 8 -^>^y^;U^7PT>— 6— 

1 0 




t-BulXfik cHx (XXriW ^ □A+yjl/XXTJW ;tf)l&^> 

y'fSK) r£ (R.B. Merrifield: Biochemistry, 3, 1385, 1964) , DICDI 

(v-f V ^Ptf;!/*;^^ 5 F) r£ (D. Sarantakis.et al: Biochem. Biop 
hys. Res. Commun. , 73, 336, 1976) ,ffittXXfjl/ft (F. Weygand, et al 
: Z. Naturforsch., B, 21, 1 141, 1966) , M&?£.W£ZiW^M7km£ (D. 
Yamashiro, et. al: Proc. Nat 1. Acad. Sci. USA, 71_> 4945, 1945) ,ts)V 
^-^^-f^^y-AS, DCC-HOBt (l-kHD + y^>yhU7 > /- 
;i/) & (Keonig, W. , et al. ; Chem. Ber., 103: 788, 1970) , V~7 aiXi;i/7jsX 
ANU)l/T^KS^^^oTfT-5 ^tfeDCCffi, DCC-H 

OB tri, DICDI -HOB tfcfc, M^M7K#J&£&fflT£iI <h/W£L^ 0 

ft, a - 7 5 ; l©f II©MKi t ITS, hU7J^aSS/^oo 
^^>, HC I /z?tt-y->, tf^U y>/y/fJWM75 F^ffl^tl, 

^tt^i^J^MffCDll^te, x>kF'J>SM (E. Kaiser, et al, Anal. 
Biocehm. , 34: 595, 1970) tC <fc 9til8£f"5 d 
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Jl/7 5>fSB, DMBHA^Ib (Funakoshi, S. , J. Chem. Soc. , Chem. Commun. , 
198:382,1988) ^fci§£i;ite> yyit^m, TFMSA (hU7Ma^^> 
, TMSOTF(h'J^^y | JJHU7^7-h) , £fcteTMSB 
r(h'J^^y'J;i/yn$h') Z.tlz^.K>. mMm&£ZS&m&& 

>3£*&> #@2, , mmm, m.^mmm^^mz^D^mmm 

ibt^-5<!:ffonTl^VH3 l7^<=>3 5#£T(£>CDR (complementarity 
determination region) - 1 <D^W$L. CDR-2©VH50*^52#it, 
Si^VXteCDR- 2©VH 5 8/^6 6 0 #£T?CD 3 OCD|§pJ^i£ (Hypervaria 
ble cluster ) (D7^/Wl (Ohno, S. , Mori, N. & Matunaga, T. ; Proc. Nat. 
Acad. Sci. USA, 82, 2945, 1985) \Z. ±13*56^©^^ K ^SATS^f 

©No. 2 4«;£^fj5 i (D^-fJ- KKfeKSfSU *W2M7°5 1 Hl: 
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Ty r : ^Pi>> 

L y s : 'Jy> 

Trp : h'jyh77> 

A r g : 7)l^~> 

Glu: £01/^5 >K 

Gin: tf)V95.> 

His: kXfy> 

Ala: 7 z/ZLy 

Phe : 7i-Jl'77-> 

G 1 y : ~>> 

Me t : ^3^-> 

Asp: 7^A7^>t 

A s n : TX/\°^^r> 

V a 1 : AU > 

S e r : ir U > 

C y s : yXf-1' > 

Th r : h l/^n> 

I 1 e :-fVP^y> 

Leu: u-i is > 

Pro: 7°n 'J > 

u©M75y^iJ&WT§^7°f g p 1 2 0 ^MLTMtl/r^fP't* 

t£mz&^-£nz> a 
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U^Aig^) , T;P*U±^JSJfi (^A«*;U'>^A*fe, -?>f*i"J&M.m) > 

^>mm ;®mmmmomtL(DiKtvx, mm. ^it^mm. v>m. mm. 
mmm ;@mmm^(Dmt(Dm.tvx, mmt>)i^>m mm. fu^>m. 
^u^>m. u/wm. ^>^m. ?ji>m. m^m. -w^jvmm . wnix 

(1) £/&i«$HNt;^t& 

JW, -fe;l/D-X, ^ U 7^ U ^7 5 Hf0^itt©Bffiffl#^Hfflt5 u t^T 

fcf Denkewalter K «fc D m^tlfc U > ? >n T-^0Oti^> < £ fe 2 {@J|^± 
(*@4#fFNo. 4, 2 8 9, 8 7 2^) , gfeViHTomalia e>fC«fcoT*|ie$nT 
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t§X^-A-Xhf>HU'7- (Starburst dendrimer ) cDti&fe<£>T&oT 

znfc\<*mr& 3 mnmn^s (Dh&$zn* ^(D^^^mxmz 

h witter o 

(2) 

m<Dmm-k%mm\ y'u^-irtfvtiym, ^^\^m=e> ■, a^^>, r)v? 
ii « « # u -7 - 1. it is li $ n & i ^ti u 3 <@ © =e y - * ^ tr t> © t> &^£n, 
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m w 

Tfc&^o zwmz. ztizomttrnz* &mmmzjfoVTm'&m$i-?z>z\z2 

Tae>nt^5X^ l/^-v- Hi»AZT, H I V^nf7-fI§jSpJi:LT 
^D^fLTl-^ 3, 4-Dihydroxy-2, 5-di [N-methyl-(2-pyridylmethyl)carbamoyl]va 
lylamino] - 1 , 6-diphenyIhexane Qift&li-f £tl£<, Cltl <o ©g^Mft^Sti* 

tOA'VgZo Mfamziz, *ga-fe;up— x> p— #;u^p 
;i/P— x^;i/-fe;i/p— x, xfyu^^y^A, ^;i/^7, isk&tK^- 

2 0 



nmm 

^UX^l/>^U 3— )V (MW. 2 0, 0 0 0) <D7KBS*t3^7fC3A^^&K 
^$-&§cii(Cct D*J^+y;H^IAbfcE MBS (m-?K$H^> 

;njs^fc£4&£i#fc. mtbtifcit&m&v >wtmmmnmmi^fc^ g p i 2 0 

)V#*is)im&mAlsfcW:. MBS (m-7H5hM>^Jl/-N-kHD^ 
h U L 7c. 

£r/&#l 3 : *&W^zf^\ i \Zft1&tttfV'?--&m'&2'&fZ<k&ti!l (1) 
MAPs (Multiple antigenic peptide) ©N^jffiT^y ftffl'J&H&IH^ 1 t3*5 
WNo. l©^7*f #&##U^-fc|g£^JUb^&£#fc. 

#e>n/t^#i^'j >&$g«*n?!&i9L&&, g p 1 2 o^m^c^t^ 

^««J4 : ^HJ^^H^^^#'J-T-^^^-B:fc{b^ (2) 
MAP s ©NtK^T^ /MJ£itut2S3 fC&tt^No. 1 2 0^y?>'T#fi 

2 1 



AZT^JdcLfc. 

Wftlfc7JW 1 J*X77^-t* (A 1 p) CMB S (m-^U-i 5 

fcfcfc, !S<!:lTp--MJil/7x-^U>M^ p -~ h U;Wy 
tf> ^ d £ £5Sj&>& £ Z.t\zXKimmVTc a 

JS# (1) 

7c: Sephadex 4 B $ i*\ ^7°^ F/Sepharose 6 MB (l^mol of 

gp 1 2 O/ml in bed volum) Srflsj&Lifc. tIcS^O^^ Ktt, 0 >Wt&9Hfc 
^ffl^TSfiTlO^fl (12,000rpm)jg<frU ±m£®3ll&irr 5&f££tt K> M 

£-J&#J8 : *^BJ^y^H^-fe7TT-'^^7;6MB^M^$-ti:^®:#|5^ffl 
ifift (2) 



tlfc Sephadex 4 B fc&W&'o ^7°^ F/Sepharose 6 MB (l^mol <D 

gpl 2 0/ml in bed volume) Sffil/it. ^cKJEW*:/^ U >^HSf 

M^TMTIO^I (12,000rpm)it'frU ±fif £©3HJfc*T£ £ ^ o Mft 

9 : ^HK^f F^t77T7^X4 B£J^£i*fc©j£|&*ffljg# 
Sa8H^3tC*3ttSNo. 1 2 (Z^y^F^ ^J&JSHkft^nfc Sephadex 4B 
IC&WIS'a £-ti\ ^7°^ K/Sepharose 4B (1/imol Ogp 1 2 O/ml in bed 
volume) MIL tIcSJsS©^^ Htt, 'J^ltMUTMtlO^ 
ffl (12,OO0rpm)3S^b, Jiffi&WtZm&TZ t V> o if^ilt^ £ £ J; 0 P&3c 

MIES 3 (C^ott^N o . 1 2(D^y^H^^;i/^^MbLfc-fe;PD-7>ffi#:i 

mstTkmi- b v v 2*mffit& (phs) ^«tt^u>KiS«f«t (pH4) 

^-fJ^itLT, 2 0 0 TC I D 50 ©HTL V — III B , 2 0 

0TCID 50 ©KK-ltt ($T##8H*, *f51»S* !&3&E$i3£, 64, 1284-1 
294, 1990 ) £5*c* 5 0 /iL ; * .fc^IEffilt^PgWtc: 2 fg^3KLfe±|B^^ K 
^5 0 ^LJP^.T^-&bfeo ft, UttWSItbTHAZT^fflUfc. 

3 7"CT3 0$mKJftSitfd&, J5K1.3 X10 4 fla<7)MT - 4 #fflfl^M$t£ 1 
0 OmLIiD^, 1^98%, 5% CO 2 ©ffflETKT 3 7 "CT6 BraiStbfc. 
igftft, H I V- 1 ©^mfCcfc^m^'tt^ (CPE) , H^JSiftPgW 




7Mm t^ofc<t€r, z.<nftw&&v>mm&**im'&m> (mmm.±mm) t 



5 





75 /mSS^J 


#i HIV ■*>*&*£' 


4 (u- g/ml) 


No. 


Al 


A2 


A3 


A4 


A5 


HTLV-IIIB 


KK-1 


1 


Val 


Lys 


Lys 


Ala 


Gly 


Nglu 


15.6 


2 


Asp 


Asp 


Lys 


Ala 


Gly 


62. 5 


NE 


3 


Val 


Val 


Lys 


Ala 


Gly 


31.3 


NE 


4 


Asp 


Asp 


Val 


Ala 


Gly 


500 


NE 


5 


Asp 


Asp 


Asp 


Ala 


Gly 


1,000 


1,000 


6 


Val 


Lys 


Val 


Ala 


Gly 


125 


NE 


7 


Asp 


Tyr 


Lys 


Ala 


Ala 


31. 3 


125 



2 4 




6 





7$; mmm 


StHIV+ftfiHt (At g/ml) 


No. 


al 


a2 


a3 


a4 


a5 


HTLV-IIIB 


KK-1 


1 


Phe 


Tyr 


Arg 


Lys 


Ala 


250 


125 


2 


Tyr 


Arg 


Arg 


Ala 


Ala 


250 


125 


3 


Trp 


Trp 


Glu 


Ala 


Ala 


250 


NE 


4 


Gly 


Tyr 


Tyr 


Lys 


Ala 


31.3 


125 


5 


Tyr 


Tyr 


Arg 


Ala 


Ala 


250 


250 


6 


Phe 


Arg 


Lys 


Ala 


Ala 


125 


125 


7 


Tyr 


Tyr 


Lys 


Lys 


Ala 


312. 5 


312. 5 


8 


Tyr 


Tyr 


Lys 


Leu 


Leu 


31.3 


62. 5 


9 


Tyr 


Arg 


Lys 


Ala 


Ala 


312.5 


156. 3 


10 


Tyr 


Tyr 


Lys 


Ala 


Ala 


78. 1 


39. 1 


11 


Arg 


Tyr 


Lys 


Ala 


Ala 


62. 5 


31. 25 


12 


Phe 


Tyr 


Arg 


Ala 


Ala 


NE 


250-125 


13 


Tyr 


Ala 


Lys 


Ala 


Ala 


500 


NE 


14 


His 


Tyr 


Lys 


Ala 


Ala 


NE 


500 


15 


Tyr 


Arg 


Tyr 


Ala 


Ala 


31. 25 


31. 25 


16 


Tyr 


Tyr 


Met 


Ala 


Ala 


NE 


125 


17 


Tyr 


Val 


Lys 


Ala 


Ala 


NE 


250 


18 


Arg 


Arg 


Trp 


Ala 


Tyr 


39. 1 


39. 1 


19 


Tyr 


His 


Lys 


Ala 


Ala 


500 


500 



m HTLV-IIIB:M^*fc 



KK-i : m^mm^o^m^rcmm^mm 

NE: *ftli£t£&L 

2 5 



# 



iSJ&T-S^^h'tet^nfc," HIV - imzttVX&tlfc*ftm&&7£TZ.ii 

1 %ftmt7^y 2 X\i-X (Polyscience ihfi, J^miO. 2 mm) 
*3<kt^Tlf> ? > (lOmg/raL) £^SigjftlU&^ 3 7 «CT 1 R#P^Jfo£i* 
fc. KfotfeTVt. ^yM7Jl/7*5> (B S A, Irag/mL) £J}P*., ^Klt- 
^ttSPfi©^O^^r>^fc;^3 71CT3 O^lffofc. #^T\ ji4>i#{££iS§ <9 
jgfdtiCcfcOTlcM^^^bfc^ tf^-WbS-frfc^^K (10m 
g/mL0U>t« pH7. 5) £»]U 3 7 1 P#F B 1SJ££i±£ Z. 

*IR^Lfe^3D-rH (Immuno Diagnostics, Inc.*t®», tft3 Onm) £^ 
fflU — IMfcOTJCte, >J 3 > ft > h g p 1 2 0 ^ U >t W 

mmmz, ±fc&m& : £UM£m&Mm&*:* 2 0 af^ioAT^L,. 1 0 
f2T^>o f^, *mmM~ciz, m&ttmcDttfrQizm&ttm&mmisrcm&izte* 



26 



7 





75 y&ss^J 


>TN. XU\ 


No. 






Al 


A2 


A3 


A4 


AS 


RD120/C. G 


1 






A<; n 


Va 1 


T v<; 


Al a 

n l a 


Gl v 
ui y 


+ + + 


2 






A <; n 
no p 


T v<; 


Val 


Ala 

n i a 


Gl V 




3 








v a i 


A o. n 
no p 


Al a 

aid 


Civ 
vj i y 


+ + + 


4 






Acn 

ao p 


Acn 

no p 


Li y O 


Al a 

aid 


Gl v 
vj i y 


+ 


5 






Ly o 


Acn 
nop 


no p 


A 1 a 
Aid 


Gl v 
v i y 




A 
u 






Va 1 

V d 1 


Aon 

no p 


Acn 
no p 


A 1 a 
Aid 


Gl v 
u i y 




7 
i 






Acn 
no p 


Va 1 

V a I 


Acn 
nop 


Al a 
nld 


Gl v 
vj i y 


-j- 


« 






Va 1 
V a 1 


V a 1 


T \i c 


A 1 a 
nld 


Gl v 
vj i y 


| 


q 






Va 1 
V a l 


Va 1 

V a 1 


Acn 
no p 


A 1 a 
nld 


Gl v 
vj i y 


+ + + 


10 






T \T c 

l y o 


Va 1 
v a 1 


Va 1 

Val 


A 1 a 
nld 


Gl v 
v i y 


+ 


1 L 






Aon 

nop 


Tvr 

i y r 


Ly o 


A 1 a 
nld 


A 1 a 

Aid 


| 


1 2 






As p 


rue 


Ly s 


A 1 Q 

nld 


r l v 
u i y 


+ + 


1 O 






As p 


Trp 


Ly s 


A 1 Q 

nld 


r l v 
u i y 


4-4- 

T T 








Asp 


V a X 


Arg 


A 1 Q 

Aid 


u i y 


+ 








u l u 


va i 


Lys 


A 1 Q 

ai a 


u i y 


4-4- 

T T 




u l y 


u i y 


Asp 


V a 1 


Lys 


A 1 Q 

A I d 


ui y 


4-4-+ 

T T T 


1 7 




v i y 


Asp 


Vq \ 

va I 


Lys 


A 1 Q 

a i a 


r l \j 
u l y 


-LJ. 

T T 


1 o 






Vq 1 
V a 1 




Asp 


A 1 Q 

nld 


u i y 


4- 


1 Q 






Va 1 
V d I 


Leu 


As p 


A 1 Q 

Aid. 


r l v 
u i y 


4- 
I 








u i y 


Vq 1 
V d 1 


Lys 


A 1 Q 

Aid 


u i y 


+ . 


21 

fa L 






Aon 
noil 


Va 1 

v a. l 


l y o 


A 1 a 

Aid. 


Gl v 
vj i y 


+++ 


22 






Asp 


Val 


Lys 


Trp 


Ala 




23 






Asp 


Val 


Lys 


Gly 


Lys 


+ 


24 






Asp 


Val 


Lys 


Gly 


Trp 


+ 


25 






Asp 


Val 


Lys 


Gly 


Leu 


+ 


26 






Asp 


Val 


Lys 


Gly 


Pro 


+ 



8 





mnm 


mmum 


No. 






Al 


A2 


A3 


A4 


A5 


gpl20/C.G 


27 






Asp 


Val 


Lys 


Ala 


Val 


+ 


28 






Asp 


Val 


Lys 


Ala 


He 


+ 


29 






Asp 


Val 


Lys 


Ala 


Ser 


+ 


30 






Asp 


Val 


Lys 


Ala 


Thr 


+ 


31 






Asp 


Val 


Lys 


Ala 


Met 


+ 


32 






Asp 


Val 


Lys 


Ala 


Gin 


+ 


33 






Asp 


Val 


Lys 


Ala 


Asn 


+ 


34 






Asp 


Val 


Lys 


Ala 


His 


+ 


35 






Asp 


Val 


Lys 


Ala 


Arg 


+ 


36 






Asp 


Val 


Lys 


Ala 


Phe 


+ 



2 8 



9 





75/ ft£!?y^ 


mmum. 


No. 




al 


A2 


a3 


a4 


a5 


gpl20/C.G 


1 




Phe 


Tyr 


Arg 


Lys 


Ala 


+ 


? 




i rp 


Trn 

i rp 


u 1 u 


A 1 o 
Ala 


A 1 Q 

ai a 


1 


Q 
O 




T\r r 

iyr 


r 1 n 

\j i n 


C 1 ii 
u 1 U 


Ala 
Aid 


A 1 n 

a i a 


4- 

T 


A 




uiy 


lyr 


lyr 


Lys 


A 1 o 

ai a 


4- 

T 


c; 

0 




Trp 


Trp 


Lys 


A 1 a 

ai a 


A 1 o 

ai a 


4-4-4- 

TTT 


a 
u 




iyr 


iyr 


Lys 


Lys 


A 1 a 

ai a 


4- 
T 


7 




iyr 


Arg 


Lys 


A 1 Q 

a i a 


A 1 o 

a i a 


4- 

T 


o 

0 




iyr 


Tyr 


Lys 


ai a 


A 1 o 

ai a 


4- 
T 


Q 




Arg 


Txrr 

lyr 


Lys 


A I Q 

a i a 


A 1 Q 

a i a 


4- 

T 


1 0 




Tyr 


A I a 

a i a 


Lys 


A 1 Q 

a i a 


A 1 Q 

ai a 


4- 

T 


1 1 

i 1 




Tit r 

lyr 


Tyr 


ul U 


A I o 

ai a 


A 1 n 

ai a 


4- 
T 






Iyr 


lrp 


Lys 


Al a 


Al a 


4- 

T 


1 o 


lily 


Tyr 


iyr 


Lys 


A 1 o 

ai a 


ai a 


J. 
T 


L 4 




Trp 


lyr 


Lys 


A 1 o 

A 1 a 


A 1 o 

Ala 


4- 

T 


1 0 




Tyr 


bin 


Lys 


A 1 o 

Ala 


A 1 o 

Ala 


4.4. 

IT 


1 0 




TT i „ 

His 


lyr 


Lys 


Ala 


A 1 n 

Ala 


4. 
T 


1 7 




Tyr 


Arg 


lyr 


A 1 o 

A l a 


A 1 o 

Ala 


4-4. 

IT 


1 o 


Uly 


Tyr 


Ala 


lyr 


Arg 


Lys 


4_ 

T 


1 Q 




Arg 


Arg 


l rp 


Al a 


T,. _ 

lyr 


4- 
T 




Arg 


lyr 


lyr 


Lys 


A 1 o 

a i a 


A 1 o 

a i a 


4- 

T 






iyr 


Lys 


Lys 


A 1 a 

a i a 


A 1 Q 

a i a 


4- 

T 


99 
L Li 




Tyr 


His 


Lys 


Ala 


Ala 


4- 
i 


23 




Asp 


Tyr 


Lys 


Ala 


Ala 


+ 


24 




Tyr 


Tyr 


Lys 


Trp 


Ala 




25 




Tyr 


Tyr 


Lys 


Gly 


Ala 


+ 


26 




Tyr 


Tyr 


Lys 


Ala 


Gly 


+ 



29 



No. 
27 
28 
29 
30 
31 
32 
33 
34 
35 
36 
37 
38 
39 
40 
41 
42 
43 
44 
45 
46 
47 
48 
49 





0 



7 5/ mnzm 



al 



A2 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



Tyr 



a3 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



Lys 



a4 



Lys 



Val 



He 



Ser 



Thr 



Met 



Gin 



Asn 



His 



Phe 



Trp. 



a5 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Arg 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Ala 



Al,a 



Val 



He 



Ser 



Thr 



Met 



Gin 



Asn 



His 



Phe 



Trp 



Arg 



mmum 



gpl20/C.G 



i) gpl20/C.G. 



: + + + > 



:3D-f 
+ + > 



30 



1 1 









No. 


Al 


A2 


A3 


A4 


A5 


#3D-f PMM gpl20 


1 


Asp 


Val 


Lys 


Ala 


Gly 


+ + + 


2 


Asp 


Val 


Lys 


Ala 




+ 


3 


Asp 


Val 


Lys 






± 



3 1 



m m 



1 2 







taHIV«ffPiStt (wg/ml) 


No. 


al 


a2 


a3 


a4 


a5 


HTLV-IIIB 


KK-1 


1 


Tyr 


Tyr 


Lys 


Ala 


Ala 


78. 1 


39. 1 


2 


Tyr 


Tyr 


Lys 


Ala 




NE 


250 


3 


Tyr 


Tyr 


Lys 






NE 


NE 



II 2 iD, 75y^^3flt^^No. 3 ( a 4M'a 5 ©7$ 
&tr>) , R^7 5/^$C^4f@b^&^No. 2 (a5 07 5yKWO 

H3^> no. KD^y^-F&mmmtisTm^. mm^y^F*. a4 

©75 y^S^^|nIDj»7K'(4T^ /^T££D^ ~>>^TC*.fc^:7^P K (No. 
2)-, Sfc«ypU>tCf^A.fc^y^K (No. 3) £*l£©*fTJEH£ 

-§)o 



1 3 





7 5/ HOi^J 


in HIV cfftlfgtt (ug/ml) 


No. 


al 


a2 


a3 


a4 


a5 


HTLV-IIIB 


KK-1 


1 


Tyr 


Tyr 


Lys 


Ala 


Ala 


78. 1 


39. 1 


2 


Tyr 


Tyr 


Lys 


Leu 


Leu 


31. 3 


62. 5 


3 


Tyr 


Tyr 


Lys 


Pro 


Pro 


NE 


NE 



Si 3«t0, No. 1K1*5^T, a 4R^a 5 ©75 / ^®^^r^^BjTr#^ 



32 



nmm 6 : ^w^y^ k a 4 roca 5 oMMmzmt-rmm 

^14t, No. 1 (D^y'f- H?:iittMii ltffll\ S&^y^K*, A4 

2) , ^fcttKttT^/KTftSTX/^^^C^fc^y^K (No. 

3) ; mmz* A5<DT3i ym:<Dmm&7°vv >\zRz.rdy°3 L F (no. 4) 
sfctt^^^^tcf^^fe^^K (no. 5) &fflv>, dne.©«^fc3a 



1 4 









No. 


Al 


A2 


A3 


A4 


A5 


:&zm< FSgt gpl20 


1 


Asp 


Val 


Lys 


Ala 


Gly 


++ + 


2 


Asp 


Val 


Lys 


Pro 


Gly 




3 


Asp 


Val 


Lys 


Asp 


Gly 




4 


Asp 


Val 


Lys 


Ala 


Pro 




5 


Asp 


Val 


Lys 


Ala 


Glu 


± 



$14J;D.-No. 1 tiJ^TA 4Xtf A 5 ©7 5 yHOlS&S-feST^ / 

»i7 : mftTitiz&z^ftmmzR.&'r&w 

&&M6^ftmVttm&7)l'%VftX'7 7*--V (A 1 p) ug^y^K© 
H I V* fnJSHsfeS:, HJfi^l t^HUfCLTffll^L/fc. ft, ^3tC*5ttSNo. 8 



# 



S15 





tftHIV^TO^ (wg/ml) 


HTLV-I I IB 


KK- 1 






125-250 


62.5 






125 


125 




Tfftmt aip 


NE 


NE 



P &7fflU TfjSfcCDH I V^Sff^ (^-f hft® l"H I V- 1/H I V- 2 E I 

B aj ) -r^ttsT^^^p^^o mmn i vm^mmmmmte. mmmmzmm. 

£^ffiT#££££#m<h«fccD-r&3o tOffim* Fig. i t^-r 0 

Fig. 1 ^^-r+il^ H I VS^jfiLff ^tC^ft-r^irtH I Vtn;#:<D<^£:^/±}-r£ 
±fB^^^J;D, t hsta.m^\zmMlyfzH I V-gp l 2 0 K:$iftH4£W-f3 

• ^^^o z\(D^<kv. *^W(D^7''?-pf)miv\zmm&&m-fz>z.t. & 
mmm 9 : g P 1 2 0 k^"^^^^ ( 1 ) 

ZTf^^LTt^y^ Sephadex6MB£, ^&>m* (Dmmzmm. 

Vtz.mWtD-£X$&3k^)\s-**>'¥— if (HR P) MliH IV-l-gpl20 
(Immuno Diagnostic *±) R[/ii^lH IV-l-gpl20 £5*c*flDA, 



34 



Schacherd Plot Z. OXftWi??- K (kd)W 

fetu^, kd = 2. 14X1 0- 10 MtSofc, 

£ W T £ £ t fim % T & £ o 

1 0 : g p 1 2 0 KttT SSilntt ( 2 ) 
^#iJ8Tf^Mbfe^y^ F^ Sephadex4B£, ^#>3I* OMCill 
/:HRPgiHIV-l-gpl 20 (Immuno Diagnostic *±) ROT^^li 
HIV-l-gpl20 Schacherd Plot £fp/£f 5H£K:,k flaMB 

BJ^y^F©^^ (k d)Sr*86fea:C:^, kd = 4. 97X10" I0 MT 

£WT3 Z t &m *> £o 

mmm n : g p i 2 0 ©niigiHi 

^m^y°^- K<WSte£«6a>«&5&k:, llONo. lRtf^3<Z)No. 6 
tf)^:7 0 5PF£, ifi7T7^Xt:-X U 1M X>X*L fiM 200nm) 

Owl KPUftGHSH I V- 1 (gpl2 0rM3D^F) ffiSJD^^i, f*0lg 

KtCffiSILTV^^^fil^g P120I (Ug protein/m l)$MTfei< 

iiu^^ui*^, ^bj^-7°^f«, g p i 2 o i %m<Dmmzi&& 



1 6 





^3 P-r F^iig p i 2 o 
9>n?nm (ug/mi) 


^WM g p 1 2 0 
^>/^Si (1 g/ml) 


tlONo. 1 


WD 




^3©No. 6 


WD 


ML 



35 



# 



mmm 1 2 : 



1 7 







t i ter or W. 










No. 1 


No. 6 


1 


HIVl-i IIIB 


1.0 x 10 5 TCID 50 


+ 


+ 


2 


HIV-l Lav 1 


1.0 x 10 5 TCID 50 


+ 


+ 


3 


HIV-1 kk-1 


1,0 x 10 4 - 5 TCID 50 


+ 


+ 


4 


HIV-2 Lav 2 


1 x 10 6 TCID 50 






5 


c m^&^jtsLm 








6 


B S!jFFifcJg#jfiL» 


*W 






7 


Hepatitis B surface antigen(HbsAg) 


1.6 x 10 5 units 






8 


Valaricella Zoster Valirus 


9.5 x 10 5 units 






9 


Argubella Zoster Valirus (VZV) 


4.9 x 10 5 units 






10 


HTLV-1 virul lysate 


1. 1 x 10 5 units 






11 


human cytomegalovirus(HCMV) 


5.5 x 10 5 units 






12 


Epstein-Barr virus (EB virus) 


9.9 x 10 5 units 







mi 7ctD> ^woi^y^-Fiz^zg p 1 2 oiztt-rzmfamzH iv-i 

ili 1 3 : H I V^^^^A^ct^Jfilft^COH I V<£>|i$£ 
rf&M 9 TfMLfc^BJ^y^ K/Sepharose4B JSfleSrffl^ HIV-1 
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AiH ^'yh'tllmlSf;Dll5mg^ofc. 

^i6PBS|giM (pH7. 2) IzMMLfcJitZmMfcl 0 0 1 (1 

fzb(D&mUiafalsfro iHIV-lO'fil/XtfJ^LT, gpl20 

(D^>/\°^K*£ 1 . 5mg/mLtiIUcg p 1 2 Om^^^U^ Ffi££$ 
fflbfco £CD{&H I V?j££, 1 0 0 %k hlfiLmtC^LTtt)© (jfiLtfft^O^ if 
9 6%) ;UXf£<hU W\Wk&(DtikH I VI^PBS WkMW.\zWk 

MLtc^cD (pH7. 2, i»MO%) £tt,«<hb/i 0 iri#: 1 m (10 0m 
1) (C*fU #t|$r>^;i / x^2 4^ (2. 4mL) £^ gsinU 
3 7 < C(Cf^bfetm7K«T2B#^§M|gb^ o £j»7^ :©fXhfa 



1 8 



jfiL««fif (%) 


(%) 


0 


10 0 


9 4 


7 4 



n«u 4 : h i vm.mts.^ u\z&z>tsLm*¥<rm i v<t>p&£ 
h i v- 1 (D^mm&z-D^xmivrco z\z\xzi(Dmmzmm^nrc^m(D 

<y°^- K^zgASWu 1y K^S 1 mL^fc D^5mgT£o7co 

sf> wPBsi« ( P H7. 2) \zmm\^r^±.m^.mw 1 o o m i (i 

3 7 




<=>*n<=> 64:1284-1294, 1990) j&*$r##81U mmfeWLrckk 

-lflcSrfflt^fc. :©kk-ft ( 1 x l O 5 TCID 50 ) ^liailfci, 

xmtvfz.o mz, ts^^ouw- imzmvx. TO-fMi2 4§^7 
A\zmvr^ mnmr'&. tj^^zn-ot^Km^^ )i7.^m^-t^\z, uw 

<D 5 m^(DjE1?;\i hifilff ^SiEbfc. ^-f;i/X*CD$!l^te, p24 Antigen 
EL ISA Ki t (Cel lular products Inc. ) UTiftlJt U 3ry M^ttSnfcfffgL 
sUCcfcD Cut off fit£;£a6> S/CO£3¥HJLfc. iMJtL&imfcJ:,' 



1 9 





p24(S/C0) 


(Star ting material) 


2.350 




2,209 




205 



*mE0UTtt, )ixm£isTm.m<DtM&\zm , h}&^*i&t>nz> ioo%k 
h ikmizmmvrcffimftMWKK- lw&m^frtf. ^rom&jEmzfKmTzz. 

£teM®TBm7:&Z> 0 gpl20 ELISA Kit te^B^tfcfcte^Tfc, HIV 

- 1 <DmtjLmmftmmzizm.m-c&rji^. tii^ cm^cio^-i'^x^^^o 

S"C»5 p 2 4SSE I ASTS!)ir5)i\ ifcWS* RT-PCRM^t?. 
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o 

iPJl 5 : 7f7^X^I^7'f KKl«fc£H I VO^ 
il70No. 20^JW/No. 1 <D^y°^- Y-^^-yZT, t*— XtC«fc-5 
H I V©«g<Z)^£fl^gflR86Titl&b)fc. M^te, Hffc^tfcH I V - 1 L 

mmvtzo zwrn^mmm^nz Fi g . 2 tc^-r. 

Fig. 2J;D, HIV)-fjW(l HIV-gpl 2 0lfPtt^7°f F&Hib 
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V 



1. ^(1) : H-A l-A 2 -A 3 -A4 - A 5 -R 

A3(l U^>. A'JX 77/t7^>l. 7MZX 77-X *7c« 
A4(t 77^X h'J7*h77X ^U~>><7)$IS, 

A5H ^u~>>> r^—x, a*u>, o^», -ryD-rs/>, -tux, 

^Ut^x ^^-n>, 77/^^x ^;u^^>, kxf-xv, 

U'XX, y;i/^->, 7i-J1/7 7->, h'J7'h77X 7'O'JX 

•vmznz g p 1 2 o ^zMLxmrn^^-r^^y^ h. 

2. 5$ (2) : A 1 ' -A 2 -A 3 -A4 - A 5 -R 

ai' a, Tx/\°^^>m. u>?>, aux, iou^xs?, ^uxx, 

A2, A3, A4, A 5 43<fc^R«mJiI^D^i*) 
T^StlS g p 1 2 0 LTM'&^WT <5>^:7°5F- Ho 

3. i£ (3) : H-A 1 -A 2 -A 3 -A 4 -A 5 ' - R' 



40 



0 



A5* ^U>->> T^ — >, A*'J>> D-T;>>, -fVD^yX -tu>, 
XW->, ^^n>, 7XA7^X ^;u^5>, hX^y>. 

H, Al, A2, A Z&£XSA4\W[£ffiVMfo) 

T^sns g p i 2 o c^uti^t^tT^^T 4 ? h\ 

4. A 1 - A 2 - A3 - A4-A5©7^yKlB^J&W"rsci<fc&#Sfcfrs 
g p 1 2 0 ic** LTHfQ'l4^#-r§^7°^ Ko 

5. ^1(4) : H- a 1 - a 2 - a 3 - a 4 - a 5 -R 

alii ^n~>>, TJMr— 7i-;1/77-X ^U^>>. MJ7°h 

a2it y;i/^->, HU7°h77>> y^->> au>, ^ 

a3H U^>, ^dv>, y;i^->, y^->, 

h u 7° h 7 7 ><onm* 

a4lt ^U->>. y^~>, AUX n-r~>X\ <VD^yX -fe U >\ 
7I/t-X y^^-->, 7X^7=f>, ^;i/^^>. tXfyX 

xi/t->. y^^-->, txa°^>, tx^^xv, 

Uy>, T;i/=^— >, 7i-^77^>, f oX>, 
h'j7*h77>OSS, 

TS^n^g p 1 2 0 ^^LTH?P'l4^W-r^^y 0 5 : - Ho 

4 1 



0 



6. (5) :al'-a2-a3-a4-a5-R 

al' fDy> ( 7;M=~X 7 :n ~;i/7 ^ ~ >, ^'Jv>, H U 7° H 

a 2, a 3, a 4, a 5 & «fctfRW:M £1^ U^*) 
T*$n^> g p 1 2 0 C» bTHIntt^tt?)^^ Ho 

7. ^(6) : H- a 1 - a 2 - a 3 - a 4 - a 5 ' 

a 5' i^U'/X 7^~>\ A*U>, o<~>>, -fVD-fyX -fe U >, 

H, al. a 2, a 3 4 teitff£|W] 

Tg$tl§gp 1 2 0 ^^fLT^fatt^W-r^^y^Fo 

8. al-a2-a3-a4-a5 ©75 /&BB^J£Wi~5 £ ££<RMSfc£"r5 
g p 1 2 0 bTHfO'tt^WT^^^ Ho 

i i. tff^^i~8(D^rn^H^fEffe©^7°^H^ffl^7c^-r;uxM^i^Pl'f^ 



4 2 



* 




sar= 



*%HJ(D^y^H«, i£ (1) :H-A1-A2-A3-A4-A5-R 
AlfJ, 7*A°7=F>3fe» U> ? >> au>, £Ou^>&, ^u->>, 

A2lt AU>, 7X/t7^>t, hU7>77>, U>>>, 7x~;i/77 
A3I1 Uy>, AU>> 7XA°^>i?, 7;i^^>, T=?-y, 
A4H T^ — h'j7'h77X 

A5H, ^U->>, 7^->> AU>, 0^y> ( ^VD-fyX -fe'J>> 
Xl/t-X ^^^-->, 77,A^>, ^;U^S>, hX^v 5 ^ 

TS$n§g p 1 2 0 lZttLTM%U&&m'?Z>^y°?- FtfeS. 
±!3^y^Htt, H I V©lMStMt5gp 1 2 O^lC^bT&frte* 
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